Study selection
Randomised controlled trials (RCTs) involving children with a familial history of atopy in ≥ 1 first degree relative were selected if they compared hydrolysed cows' milk formula or soya based formula with feeding with standard cows' milk based formula during the first 4 months of life or longer. In the hydrolysed formula, the protein source from cows' milk was enzymatically hydrolysed and heat denatured resulting in smaller protein molecules with increased digestibility and reduced allergic potential.
Data extraction
2 reviewers independently extracted data on study quality, patient characteristics, types of feeds and duration, dietary restrictions, and outcome measures, including asthma or wheeze.
Main results
10 studies met the selection criteria; study duration ranged from 4-12 months. 7 trials evaluated hydrolysed formula for ≥ 4 months in addition to dietary restrictions and in some cases dust mite reduction measures. Combining data from 3 of these trials showed a reduction in newly diagnosed and ongoing asthma and wheeze during the first year of life in infants receiving hydrolysed formula (table). There was insufficient evidence to suggest that soya based formula reduced the risk of developing asthma or wheeze at any age.
Conclusions
In infants with ≥ 1 first degree relative with atopy, hydrolysed milk formula, in combination with dietary restriction and house mite reduction measures, reduces the risk of developing asthma or wheeze during the first year of life. There is insufficient evidence to show that soya based milk formula has any benefit. 
COMMENTARY
The prevalence of atopic manifestations (eg, asthma and wheeze) has increased in the past 20 years in most countries, 1 and up to 30% of the paediatric population is reported to have atopic symptoms.
2 The systematic review by Ram et al is one of few reviews to consider RCTs related to the development of asthma or wheeze in infants during the first 12 months of life. An earlier review by Baumgartner et al examined atopic manifestions in infants, but not asthma and wheeze specifically.
2 Their conclusions were similar to those of Ram et al.
The review by Ram et al specifically addressed asthma and wheeze as the primary outcomes of interest. The review included only RCTs and excluded studies where infants were exclusively breast fed. In addition, some important co-interventions were noted, including restrictions to the mother's and infant's diets in one or both study groups.
Of the 3 studies showing statistically significant differences between hydrolysed formula and cows' milk formula, only 2 were double blind, and these studies applied restrictions on the lactating mother's diet and the infant's diet to avoid a range of potential allergenic foods. Furthermore, breastfeeding practices varied, which raises questions about what percentage of mother's milk was provided to the infant and the duration of exposure. The issue of breastfeeding exposure is of concern when attempting to interpret the results of this review because the effects of mother's milk on the infant may be dose dependent. 3 The beneficial effects of feeding with hydrolysed cows' milk formula may also be underestimated as only 1 study included infants who were not fed any mother's milk. Researchers should collect detailed data about exposure to breast milk during the intervention period and analyse the results accordingly.
Although the number of studies included in this review is small and important co-interventions are present, when provision of mother's milk is not possible and supplemental feeding is required, use of hydrolysed cows' milk formula should be considered for infants with a familial history of atopy. 
